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AB A method is described for prepn. of cyclosporin A derivs. I [k = 0-1 (k = 0 only if n - 
1); m = 0-2; n, p = 0-1; Rl - H or a protecting group; R2 = H, lower alkyl, or 
CH'(OH)Me; W = 1-20 (not including H) atoms of C, N, O, S, with <2 heteroatoms bonded 
together and with O never bonded to O or S; X = CH2, CHOH, C(O) (n = 0), or CH20H (p - 
0) ; Y = o, S, or NH; Z = a poly(amino acid), a poly(amino acid) derivative, a 
fluorescent moiety, OH, NH2, NHNH2, ORa, SRa, NHRa, NRaRb (Ra, Rb = stable Cl-10 
chain), SH, or a leaving group; MeVal, MeLeu, Sar, and Abu represent residues of li- 
me thy 1 valine, N-methylleucine, sarcosine, and L-a-aminobutyric acid, resp.]. The 
derivs. are used as (1) immunogens in formation of antibodies specific to cyclosporin A 
and some metabolites, and (2) precursors in synthesis of fluorescent tracers having >1 
epitope in common with cyclosporin A and some metabolites. Antibodies and tracers are 
employed in a fluorescence polarization immunoassay (FPIA) for cyclosporin A and 
metabolites in biol. fluids. [ 6- (Carboxymethyloximino) - 3- (R) -hydroxy-4- (R) -methyl-2- 
(S)-methylaminohexanoylJ 6cyclosporin A (I; k = 0; m, n, p = 1; Rl, R2 = H; W = NOCH2; Y 
= 0; Z = OH) (preparation given) was conjugated to bovine serum albumin with l-ethyl-3- 
(3-'dimethylaminopropyl) carbodiimide-HCl, and the resulting immunogen was used to 
immunize exptl. animals. A fluorescent cyclosporin A tracer was prepared from [7- 
carboxy-3-(R)-hydroxy-4-(R)-methyl-2-(S)-methylamino-6- heptenoyl ] 6cyclosporm A (I; k 
= 0- m, n, p = 1; R2 = H; W = CH; Y = 0; Z = OH) and aminomethylf luorescein-HCl . To 
serum or plasma samples was added precipitation reagent (30 mM NH40AC in 98.5% aqueous 
Me2CH0H) . Following mixing and centrif uging, samples were analyzed with an automated 
assay employing an Abbott TDx Analyzer and a Cyclosporin and Metabolites Reagent pack. 
FPIA sensitivity was 15 ng/mL for cyclosporin A and metabolites. In a comparison of 
208 clin. samples against an available RIA, linear regression anal, gave a slope of 
1.153, an intercept of 21.06, and a correlation coefficient of 0.813. 

IT 122547-79-9P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation and conjugation with albumin) 

RN 122547-79-9 HCAPLUS 

CN Cyclosporin A, 6- [ (3R, 4R) -6- [ (carboxymethoxy) imino] -3-hydroxy-N, 4-dimethyl- 
L-norleucine]- (9CI) (CA INDEX NAME) 



PAGE 1-A 




i-Pr 

i-Bu Bu-i | 



!H_ CH2- CH= N_ 0_ 



H 



i-Bu 



PAGE 1-B 



_CH2— C02H 



IT 122575-49-9P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of, for fluorescence polarization immunoassay for cyclosporin 
A) 

RN. 122575-49-9 HCAPLUS 

CN Cyclosporin A, 6- [ (3R, 4R) -6, 7-didehydro-3-hydroxy-8- [ [ [ ( 6 ' -hydroxy-3- 

oxospiro [isobenzofuran-1 (3H) ,9'- [ 9H] xanthen] -3 1 -yl) oxy]methyl ] amino] -N, 4- 
• dimethyl-8-oxo-L-2-aminooctanoic acid]- (9CI) (CA INDEX NAME) 
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IT 121584-52-9P 122547-77-7P 122547-78-8P 
122547-80-2P 122547-81-3P 122547-82-4P 
122547-83-5P 

RL- SPN (Synthetic preparation); PREP (Pr eparation) 

(preparation of, in albumin-cyclosporin A derivative conjugate preparation) 
RN 121584-52-9 HCAPLUS 

CN Cyclosporin A, 6- [ <3R, 4R) -3- (acetyloxy) -N, 4-dimethyl-6-oxo-L-norleucine] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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RN 122547-77-7 HCAPLUS 

CN Cyclosporin A, 6- [ (3R, 4R) -3- (acetyloxy) -7-hydroxy-N, 4-dimethyl-6-oxo-L-2- 
aminooctanoic acid]- <9CI) (CA INDEX NAME) 
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RN 122547-78-8 HCAPLUS 

CN Cyclosporin A, 6- [ (3R, 4R) -3- (acetyloxy) - 6-hydroxy-N, 4-dimethyl-7-oxo-L-2- 
aminooctanoic acid]- (9CI) (CA INDEX NAME) 
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RN 122547-80-2 HCAPLUS 

CN Cyclosporin A, 6- [ (3R, 4R) -3- (acetyloxy) -6- [ (carboxymethoxy) imino] -7- 
hydroxy-N, 4-dimethyl-L-2-aminooctanoic acid]- (9CI) (CA INDEX NAME) 
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RN 122547-81-3 HCAPLUS 

CN Cyclosporin A, 6~ [ (3R, 4R) -3- (acetyloxy) -7- [ (carboxymethoxy) imino] -6- 
hydroxy-N, 4-dimethyl-L-2-aminooctanoic acid]- (9CI) (CA INDEX NAME) 
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RN 122547-82-4 HCAPLUS 

CN Cyclosporin A, 6- [ (3R,4R)-6-[ (carboxymethoxy) imino] -3 , 7 -dihydroxy-N, 
dimethyl-L-2-aminooctanoic acid]- (9CI) (CA INDEX NAME) 
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RN 122547-83-5 HCAPLUS 

CN Cyclosporin A, 6- [ (3R, 4R) -7- [ (carboxymethoxy) imino] -3, 6-dihydroxy-N, 
dimethyl-L-2-aminooctanoic acid]- (9CI) (CA INDEX NAME) 




IT 100364-58-7P 122547-84-6P 122547-85-7P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of, in cyclosporin A-aminomethylf luorescein conjugate preparation) 
RN 100364-58-7 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methyl amino) -2- 
octenedioic acid]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 122547-84-6 HCAPLUS 

CN Cyclosporin A, 6- [ (3R, 4R) -3- (acetyloxy) -6, 7-didehydro-8-ethoxy-N, 4 
dimethyl-8-oxo-L-2-aminooctanoic acid]- (9CI) (CA INDEX NAME) 
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RN 122547-85-7 HCAPLUS 

CN Cyclosporin A, 6- [ (2E, 5R, 6R, 7S) -6-hydroxy-5-methyl-7- (methylamino) 
octenedioic acid]-, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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